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SUPPORTI NG STATEMENT
Gui dance for Industry: Changes to an Approved NDA or ANDA

A. Justification

1. Circunstances of Information Coll ection

This information coll ection approval request is for a
Food and Drug Adm nistration (FDA) guidance for industry
entitled
"Changes to an Approved NDA or ANDA." The guidance is
intended to assist applicants in determ ning how t hey shoul d
report changes to an approved New Drug Application (NDA) or
Abbrevi ated New Drug Application (ANDA) under section 116 of
t he Food and Drug Adm nistration Moddernization Act (the
Moder ni zati on Act), which provides requirements for making and
reporting manufacturing changes to an approved application and
for distributing a drug product nmade with such changes.

On Novenber 21, 1997, the President signed the
Moder ni zati on Act (Pub. L. 105-115) into law. Section 116 of
t he Moderni zati on Act anended the Federal Food, Drug, and
Cosnmetic Act (the act) by adding section 506A (21 U.S.C.
356a), which describes requirenents and procedures for making
and reporting manufacturing changes to approved new drug and
abbrevi ated new drug applications, to new and abbrevi at ed
ani mal drug applications, and to |license applications for
bi ol ogi cal products.

Section 116 of the Modernization Act anmended the Federal
Food, Drug, and Cosnetic Act by adding section 506A, which

i ncludes the follow ng provisions:



1. A drug nade with a manufacturing change, whether a
maj or manufacturing change or otherw se, may be distributed
only after the applicant validates the effects of the change
on the identity, strength, quality, purity, and potency of the
drug as these factors may relate to the safety or
effectiveness of the drug (sections 506A(a)(1l) and (b) of the
act). This section recognizes that additional testing, beyond
testing to ensure that an approved specification is net, is
required to ensure unchanged identity, strength, quality,
purity, or potency as these factors may relate to the safety
or effectiveness of the drug.

2. A drug nmade with a maj or manufacturing change may be
distributed only after the applicant submts a suppl emental
application to FDA and the suppl emental application is
approved by the agency. The application is required to
contain informati on determ ned to be appropriate by FDA and
include the informati on devel oped by the applicant when
"validating the effects of the change" (section 506A(c) (1) of
the act).

3. A mpjor manufacturing change is a manufacturing
change determ ned by FDA to have substantial potential to
adversely affect the identity, strength, quality, purity, or
potency of the drug as these factors may relate to the safety
or effectiveness of the drug. Such changes include: (1) A
change nade in the qualitative or quantitative formnul ati on of
the drug involved or in the specifications in the approved
application or license unless exenpted by FDA by regul ation or
gui dance; (2) a change determ ned by FDA by regul ation or
gui dance to require conpletion of an appropriate clinical
study denonstrating equival ence of the drug to the drug

manuf actured wi thout the change; and (3) other changes
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det erm ned by FDA by regul ati on or guidance to have a
substantial potential to adversely affect the safety or
effectiveness of the drug (section 506A(c)(2) of the act).

4. FDA may require subm ssion of a supplenenta
application for drugs made with manufacturi ng changes that are
not maj or (section 506A(d)(1)(B) of the act) and establish
cat egories of manufacturing changes for which a suppl enent al
application is required (section 506A(d)(1)(C) of the act).

I n such a case the applicant may begin distribution of the
drug 30 days after FDA receives a supplemental application
unl ess the agency notifies the applicant within the 30-day
period that prior approval of the application is required
(section 506A(d)(3)(B)(i) of the act). FDA may al so desi gnhate
a category of manufacturing changes that permt the applicant
to begin distributing a drug made with such changes upon
recei pt by the agency of a supplenental application for the
change (section 506A(d)(3)(B)(ii) of the act). |If FDA

di sapproves a supplenmental application, the agency nmay order
t he manufacturer to cease the distribution of drugs that have
been nmade with the di sapproved change (section

506A(d) (3)(B)(iii) of the act).

5. FDA may authorize applicants to distribute drugs
wi t hout submtting a supplenental application (section
506A(d) (1) (A) of the act) and nay establish categories of
manuf act uri ng changes that nmay be nade wi thout submtting a
suppl enmental application (section 506A(d)(1)(C) of the act).
The applicant is required to submt a report to FDA on such a
change and the report is required to contain information the
agency deens to be appropriate and i nformati on devel oped by
t he applicant when validating the effects of the change. FDA
may al so specify the date on which the report is to be
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subm tted (section 506A(d)(2)(A) of the act). |If during a
single year an applicant makes nore than one manufacturing
change subject to an annual reporting requirenent, FDA may
aut horize the applicant to submit a single report containing
the required information for all the changes made during the
year (annual report) (section 506A(d)(2)(B) of the act).

The gui dance provi des recomendati ons to hol ders of
approved new drug and abbrevi ated new drug applications who
intend to make postapproval changes in accordance with section
506A of the act. The guidance covers recomended reporting
cat egories for postapproval changes for drugs, other than
speci fied bi otechnol ogy and specified synthetic biol ogical
products. Recommendations are provided for postapproval
changes in: (1) Conponents and conposition, (2) sites, (3)
manuf acturi ng process, (4) specification(s), (5) package, (6)
| abeling, and (7) m scel |l aneous changes.

Section 506A of the act provides FDA with considerable
flexibility to determne the information and filing nmechani sm
required for the agency to assess the effect of manufacturing
changes in the safety and effectiveness of the product. There
is a corresponding need to retain such flexibility in the
gui dance on section 506A of the act to ensure that the |east
burdensone nmeans for reporting changes are avail able. FDA
beli eves that such flexibility will allowit to be responsive
to increasing know edge of and experience with certain types
of changes and help ensure the efficacy and safety of the
products involved. For exanple, a change that may currently
be considered to have a substantial potential to have an
adverse effect on the safety or effectiveness of the product
may, at a |l ater date, based on new informati on or advances in

t echnol ogy, be determ ned to have a | esser potential to have

4



such an adverse effect. Conversely, a change originally
considered to have a mniml or noderate potential to have an
adverse effect on the safety or effectiveness of the product
may | ater, as a result of new information, be found to have an
i ncreased, substantial potential to adversely affect the
product. The gui dance enabl es the agency to respond nore
readily to know edge gai ned from manufacturing experience,
further research and data coll ection, and advances in
t echnol ogy. The gui dance descri bes the agency's current
interpretation of specific changes falling into the four
filing categories. Section 506A of the act explicitly
provi des FDA the authority to use guidance docunents to
determ ne the type of changes that do or do not have a
substantial potential to adversely affect the safety or
effectiveness of the drug product. The use of guidance
docunents allows FDA to nore easily and quickly nodify and
update inmportant information

Sections 506A(a) (1) and 506A(b) of the act require the
hol der of an approved application to validate the effects of a
manuf acturi ng change on the identity, strength, quality,
purity, or potency of the drug as these factors may relate to
the safety or effectiveness of the drug before distributing a
drug made with the change. Information devel oped by the
applicant to validate the effects of the change regarding
identity, strength, quality, purity, and potency is required
to be submtted to FDA under section 506A(d)(3)(A). The
gui dance does not provide recommendations on the specific
information that should be devel oped by the applicant to
val i date the effect of the change on the identity, strength
(e.g., assay, content uniformty), quality (e.g., physical,

chem cal, and biological properties), purity (e.qg., inpurities
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and degradation products), or potency (e.g., biological
activity, bioavailability, bioequival ence) of a product as

they may relate to the safety or effectiveness of the product.

Sections 506A(c) (1) and 506A(c)(2) set forth
requi renments for changes requiring supplement subm ssion and
approval prior to distribution of the product nade using the
change (major changes). Under these sections, a suppl enent
must be submitted for any change in the product, production
process, quality controls, equipnent, or facilities that has a
substantial potential to have an adverse effect on the
identity, strength, quality, purity, or potency of the product
as these factors may relate to the safety or effectiveness of
t he product. The applicant rmust obtain approval of a
suppl enent from FDA prior to distribution of a product nmade
usi ng the change.

Sections 506A(d)(1)(B), 506A(d)(1)(C), and
506A(d) (3)(B)(i) set forth requirenments for changes requiring
suppl ement subm ssion at | east 30 days prior to distribution
of the product made using the change (noderate changes).
Under these sections, a supplenment nust be submtted for any
change in the product, production process, quality controls,
equi pnrent, or facilities that has a noderate potential to have
an adverse effect on the identity, strength, quality, purity,
or potency of the product as these factors may relate to the
safety or effectiveness of the product. Distribution of the
product made using the change may begin not |ess than 30 days
after recei pt of the suppl enent by FDA.

Under section 506A(d)(3)(B)(ii), FDA may designate a
cat egory of changes for the purpose of providing that, in the

case of a change in such category, the hol der of an approved
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application may conmmence distribution of the drug upon receipt
by the agency of a supplenent for the change.

Sections 506A(d) (1) (A), 506A(d)(1)(C, 506A(d)(2)(A),
and 506A(d)(2)(B) set forth requirenments for changes to be
described in an annual report (m nor changes). Under these
sections, changes in the product, production process, quality
controls, equipnment, or facilities that have a m ni mal
potential to have an adverse effect on the identity, strength,
quality, purity, or potency of the product as these factors
may relate to the safety or effectiveness of the product nust

be docunented by the applicant in the next annual report.

2. Purpose and Use of Information

FDA has requested emergency processing of this proposed
collection of information under section 3507(j) of the PRA and
5 CFR 1320.13. The information is needed inmrediately to
i npl ement section 506A of the act, which provides requirenents
for making and reporting manufacturing changes to an approved
application and for distributing a drug product made with such
changes. The use of normal information clearance procedures
woul d likely result in the prevention or disruption of this
collection of information because section 506A takes effect on
Novenber 21, 1999. The gui dance provi des recomendations to
hol ders of approved new drug and abbrevi ated new drug
applications who intend to make postapproval changes in
accordance with section 506A of the act. Section 506A
explicitly provides FDA the authority to use gui dance
docunents to determ ne the type of changes that do or do not
have a substantial potential to adversely affect the safety or
effectiveness of the drug product.

Section 505 of the act requires that a new drug may not
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be marketed unl ess the manufacturer provides FDA with
scientific evidence that the drug is both safe and effective.
Wt hout the information provided by industry on the drug
products they seek to market, FDA would not be able to assure
the safety and effectiveness of marketed drug products. The
subm ssi on of supplenments are essential for FDA to assure a

mar ket ed products's continued safety and effectiveness.

3. Use of Inproved Infornmati on Technol ogy

In the m d-1980's, FDA began working with pharmaceuti cal
sponsors to devel op Comput er-Assi sted New Drug Applications
(CANDA). CANDAs were designed to provide information (text,
data, inmage) electronically to facilitate the review of
applications. These efforts yielded valuable information but
were |imted because for each new drug review division
sponsors tended to develop different hardware and software
approaches. A reviewer m ght be confronted with an array of
har dware, software, and review tools to conduct a review that
di ffered between sponsors and applications. Also, CANDAs were
never approved as a substitute for the archival copy, so firns
were still required to submt copies.

One solution to limtations of CANDAs was an approach
wher eby staff responsible for a particular review discipline
(eg, chemstry, clinical) worked directly with pharnmaceuti cal
sponsors to devel op a consistent approach that would be
applicable to all sponsors and to all review divisions. Focus
on this approach has evolved into the Electronic Regul atory
Subm ssion and Review (ERSR) Program This new initiative is
intended to ensure both the electronic availability of
information and the nmeans to mani pulate this information

electronically to yield a review
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ERSR has been made possi bl e by other devel opnents. The
harnoni zati on of FDA Form 356h has ensured that NDAs, ANDAs,
and Bi ol ogical License Applications would contain conparable
information in the same sections of the subm ssion. The
promul gati on of the "Electronic Records; Electronic
Si gnatures” final rule allowed FDA to accept electronic
subm ssi ons wi thout an acconpanyi ng paper archival copy
because el ectronic records are equivalent to paper records and
el ectronic signatures are equivalent to hand-witten
signatures provided the requirenments of 21 CFR Part 11 are net
and the docunent has been identified in the agency's public
docket as being acceptable for filing. The Gui dance for
| ndustry on "Archiving Subm ssions in Electronic Format -
NDAs" provides for the receipt and archival of electronic
report forms and tabul ations. Another guidance for industry
on "Providing Regulatory Subm ssions in Electronic Format -
NDAs" issued in January 1999.

ERSR is made up of a variety of projects that are in
different stages of devel opment and inpl enentation. These
projects are categorized into 3 areas: First, "Electronic
Subm ssi ons” includes standards-rel ated projects to define the
format and content of regulatory subm ssions; witten gui dance
for industry to follow in preparing el ectronic subm ssions; an
El ectroni ¢ Docunent Room project to accommodate the receipt,
archive, and storage of electronic transni ssions; an
El ectronic Gateway project to provide an agency-Ilevel central
poi nt for receipt of secure electronic transm ssions and
routing to the Centers; and scientific databases that include
structured dat abases, reference guides, and analytical tools
used by reviewers. Second, "Corporate Databases,

Docunment bases and Applications” includes projects under the
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El ectroni ¢ Docunent Managenent System and the Managenent

I nformati on System Third, other electronic initiatives

i ncluding technical infrastructure, technical support, and
training.

ERSR wi | | inpact the underlying business processes
related to regul atory subm ssions and reviews. Docunment roons
wi Il handle electronic nmedia rather than paper copies.
Reviewers will review subm ssions online and generate their
revi ew docunents online. Reviewers will conduct data anal ysis
usi ng structured databases, which conbine data extracted from
t he subm ssion under review as well as historical data from
earlier subm ssions. Industry sponsors and manufacturers wl|
experience reduced paper costs and manpower to conpil e paper
subm ssions and better access to application status

information through electronic mail.

4. Efforts to ldentify Duplication

The information collection required as a result of
section 506A does not duplicate any other information

col | ecti on.

5. | nvol vement of Small Entities

Al t hough new drug devel opnent is typically an activity
conpleted by large nultinational drug firnms, the informtion
coll ection applies to small as well as |arge conpanies
subm tting marketing applications. Under the Regul atory
Flexibility Act, FDA regularly analyzes regul atory options
that would m nim ze any significant inmpact on small entities.

FDA al so assists small businesses in conplying with
regul atory requirenents.
The total savings to industry as a result of the new
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suppl enment subm ssion requi renents woul d i ncrease over tine.
New i nformati on and technology will allow a greater nunber of
changes to be reported in supplenents that do not require
prior approval or in annual reports. In a related proposed
rul emaki ng i npl ementing section 116 of the Modernization Act
(publi shed June 28, 1999, 64 FR 34608), FDA certified that the
proposal will not have a significant adverse econom c i npact
on a substantial nunmber of small entities.

6. Consequences If Information Collected Less Frequently

The requirenment to report to FDA manufacturing changes
establishes a reporting frequency that is dictated by the need
to focus on potential problens concerning the safety and
ef fecti veness of human drugs. Less frequent data coll ection
woul d hinder early detection of such threats to the public
heal t h.

7. Consistency with the Guidelines in 5 CFR 1320.5(d) (2)

There is no inconsistency as a result of this guidance
and section 506A. Any inconsistencies are related to
regul atory requirenments concerning supplenment subm ssion under
21 CFR 314, and are approved by OVB under OVB Control Nunber
0910- 0001.

8. Consultation Qutside the Agency
In the Federal Register of June 28, 1999 (64 FR 34660),

FDA announced the availability of a draft version of this

gui dance. FDA received nunerous public comments on the draft
gui dance and has consi dered these comments in devel oping the
final guidance. |In addition, on August 19, 1999, FDA held a
public neeting to discuss and receive comments on the draft
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gui dance (see 64 FR 42625).

9. Renuneration of Respondents

FDA has not provided and has no intention to provide any
payment or gift to respondents under these requirenents.

10. Assurance of Confidentiality

Confidentiality of the information subm tted under these
reporting requirenents is protected under 21 CFR 314.430 and
under 21 CFR part 20. The unauthorized use or disclosure of
trade secrets required in applications is specifically
prohi bited under Section 310(j) of the Act.

11. Questions of a Sensitive Nature

There are no questions of a sensitive nature.

12. Estimates of Annualized Hour Burden
Sections 506A(a) (1) and 506A(b) of the act require the

hol der of an approved application to validate the effects of a

manuf acturi ng change on the identity, strength, quality,
purity, or potency of the drug as these factors may relate to
the safety or effectiveness of the drug before distributing a
drug made with the change. Under section 506A(d)(3)(A),

i nformati on devel oped by the applicant to validate the effects
of the change regarding identity, strength, quality, purity,
and potency is required to be submtted to FDA as part of the
suppl ement or annual report. Thus, no separate estinmtes are
provi ded for these sections in the table above; estimates for
validation requirements are included in the estimtes for

suppl enments and annual reports. The gui dance does not provide
recomendati ons on the specific information that should be
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devel oped by the applicant to validate the effect of the
change on the identity, strength (e.g., assay, content
uniformty), quality (e.g., physical, chem cal, and biol ogical
properties), purity (e.g., inmpurities and degradation
products), or potency (e.g., biological activity,
bi oavail ability, bioequival ence) of a product as they may
relate to the safety or effectiveness of the product.

Sections 506A(c) (1) and 506A(c)(2) set forth
requi renments for changes requiring supplement subm ssion and
approval prior to distribution of the product nade using the
change (major changes). Under these sections, a suppl enment
must be submtted for any change in the product, production
process, quality controls, equipnment, or facilities that has a
substantial potential to have an adverse effect on the
identity, strength, quality, purity, or potency of the product
as these factors may relate to the safety or effectiveness of
t he product. The applicant rmust obtain approval of a
suppl ement from FDA prior to distribution of a product nmade
usi ng the change.

Based on data concerni ng the nunber of supplenments

received by the agency, FDA estimates that approximately 1,744

suppl enments will be subm tted annually under sections
506A(c) (1) and 506A(c)(2). FDA estimates that approximtely
594 applicants will submt such supplenments, and that it wll

t ake approximately 120 hours to prepare and subnmt to FDA each
suppl enment .

Sections 506A(d)(1)(B), 506A(d)(1)(C, and
506A(d) (3)(B)(i) set forth requirenments for changes requiring
suppl enment subm ssion at | east 30 days prior to distribution
of the product made using the change (noderate changes).

Under these sections, a supplenent nust be submtted for any
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change in the product, production process, quality controls,
equi pnent, or facilities that has a noderate potential to have
an adverse effect on the identity, strength, quality, purity,
or potency of the product as these factors may relate to the
safety or effectiveness of the product. Distribution of the
product made using the change may begin not |ess than 30 days
after receipt of the supplenment by FDA.

Based on data concerning the nunmber of supplenments
recei ved by the agency, FDA estimates that approximately 2,754

suppl ements will be submtted annually under sections
506A(d) (1) (B), 506A(d)(1)(C), and 506A(d)(3)(B)(i). FDA
estimates that approximately 594 applicants will submt such
suppl enments, and that it will take approximtely 80 hours to

prepare and submt to FDA each suppl enment.

Under section 506A(d)(3)(B)(ii), FDA nay designate a
cat egory of changes for the purpose of providing that, in the
case of a change in such category, the hol der of an approved
application may commence distribution of the drug upon receipt
by the agency of a supplenment for the change. Based on data
concerni ng the nunber of supplenments received by the agency,
FDA estimates that approximately 486 supplenents will be
subm tted annual ly under section 506A(d)(3)(B)(ii). FDA
estimates that approximately 486 applicants will submt such
suppl ements, and that it will take approxi mtely 80 hours to
prepare and submt to FDA each suppl enent.

Sections 506A(d) (1) (A), 506A(d)(1)(C, 506A(d)(2)(A,
and 506A(d)(2)(B) set forth requirenents for changes to be
described in an annual report (m nor changes). Under these
sections, changes in the product, production process, quality
controls, equipment, or facilities that have a m ni nal

potential to have an adverse effect on the identity, strength,
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quality, purity, or potency of the product as these factors
may relate to the safety or effectiveness of the product nust
be docunented by the applicant in the next annual report.
Based on data concerning the nunber of supplenents and
annual reports received by the agency, FDA estinmates that
approxi mately 6,929 annual reports will include docunentation
of certain manufacturing changes as required under sections
506A(d) (1) (A), 506A(d)(1)(C), 506A(d)(2)(A), and
506A(d)(2)(B). FDA estinmates that approximtely 704
applicants will submt such information, and that it wll take
approxi mately 25 hours to prepare and submt to FDA the

i nformati on for each annual report.

Esti mat ed Annual Reporting Burden

Federal Food, Drug, Nunber of Nunber of Tot al Annual Hours Per Tot al
and Cosnetic Act Respondent s Responses Responses Response Hour s
Secti ons Per
Respondent
506A(c) (1) 594 3 1,744 120 209, 280

506A(c) (2)
Prior Approval Supp.

506A(d) (1) (B) 594 5 2,754 80 220, 320
506A(d) (1) (O
506A(d) (3) (B) (i)

CBE i n 30-days Supp.

506A(d) (1) (B) 486 1 486 80 38, 880
506A(d) (1) (O
506A(d) (3)(B)(ii)
CBE Supp.

506A(d) (1) (A 704 10 6, 929 25 173, 225
506A(d) (1) (O
506A(d) (2) (A
506A(d) (2) (B)
Annual Report

Tot al 641, 705

There are no capital costs or operating and mai ntenance costs associated with this collection of

information
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13. Estimates of Annualized Cost Burden to Respondents

FDA's Economics Staff estinmates an average industry wage
rate of $50.00 per hour for preparing and submtting the
information collection requirenments under section 506A. This
figure is an average of the foll owi ng wage rates (based on the
percentage of time required for each type of enployee): Upper
managenent at $70.00 per hour; niddl e managenent at $35.00 per
hour; and clerical assistance at $23.00 per hour. Using the
aver aged wage rate of $50.00 per hour, and nultiplied tines
the total hour burden estimted above, the total cost burden
to respondents is $32, 085, 250.

14. Esti nmat es of Annuali zed Cost Burden to the Gover nnent

Usi ng the estimte of $50.00 per hour as the hourly wage
for FDA reviewers to review suppl ement subm ssions under the
proposal, and estimating that it takes an average of
approxi mately 120 hours to review each subm ssion, the
annual i zed cost to FDA as a result of this proposed rul emaking
woul d be $71,478,000 (11,913 x 120 x $50).
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